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INTRODUCTION:  Diamond  Blackfan  anemia  (DBA)  is  a  rare  inherited  red  cell  aplasia. 
Mutations  have  been  described  in  ribosomal  protein  genes.  Currently  standard  therapy  includes 
corticosteroids,  red  cell  transfusions  or  stem  cell  transplantation;  however  all  are  fraught  with 
numerous  side  effects.  Leucine  is  one  of  the  branched  chain  amino  acids  and  has  been  shown 
to  upregulate  protein  translation.  This  is  a  pilot  study  to  test  the  feasibility  of  administering 
leucine  to  50  patients  with  DBA,  monitoring  for  clinical  hematologic  response  and  side  effects. 


BODY:  This  protocol  has  been  accruing  subjects  appropriately  during  this  reporting  period. 
During  this  report  year  27  subjects  were  consented.  Of  these,  20  were  enrolled;  6  were  deemed 
‘screen  failures’,  and  1  was  withdrawn  prior  to  enrollment.  Of  the  6  screen  failures,  1  subject 
(01-014)  was  found  to  have  taken  leucine  over-the-counter;  1  subject  (01-015)  was  not 
chronically  transfusion  dependent  as  per  the  criteria  of  the  study;  1  subject  (02-002)  had  a 
history  of  severe  non-compliance;  1  had  elevated  liver  function  tests  beyond  the  limits  allowed 
on  the  study;  1  subject  (02-007)  was  found  to  be  on  Prednisone  on  review;  and  1  subject  (02- 
006)  was  being  treated  for  pancreatic  insufficiency  and  was  deemed  ineligible  as  the  absorption 
of  the  study  drug  with  pancreatic  enzyme  replacement  is  unknown.  Three  subjects  (02-003,  02- 
004,  and  02-005)  required  reconsenting  as  their  enrollment  did  not  occur  within  30  days  of  the 
signing  of  the  original  consent. 

Of  the  38  total  consented  subjects,  26  subjects  were  enrolled,  7  are  ‘screen  failures’,  4  are 
pending  enrollment,  and  1  subject  withdrew  prior  to  enrollment. 

During  the  study  period  14  patients  started  study  drug;  9  subjects  completed  treatment;  1 
subject  withdrew  by  parental  decision  prior  to  starting  study  drug;  and  1 3  subjects  are  still 
receiving  study  drug.  Four  patients  will  start  drug  in  the  next  period  once  they  clear  their 
enrollment. 

\ 

One  subject  (05-002)  remains  transfusion  free  as  of  22AUG14. 

No  toxicity  has  been  noted  and  there  were  no  severe  adverse  events  reported  during  this  study 
period. 

There  are  1 1  institutions  with  IRB  approval  for  this  study.  The  University  of  Arkansas  (Little 
Rock,  AK)  is  still  pending  IRB  and  DOD  approvals.  Memorial  Health  University  Medical  Center 
(Savannah,  GA)  has  IRB  approval  and  is  pending  submission  to  the  DOD. 


KEY  RESEARCH  ACCOMPLISHMENTS: 

There  are  no  key  research  accomplishments  to  date  as  the  study  is  still  accruing  subjects. 

REPORTABLE  OUTCOMES: 

There  are  no  reportable  outcomes  to  date  as  the  study  is  still  accruing  subjects. 

CONCLUSION: 

There  are  no  results  to  report  at  this  time,  however  there  are  no  untoward  toxicities  reported 
amongst  the  subjects  and  one  subject  is  transfusion-free  since  starting  the  study  drug. 

REFERENCES: 

There  are  no  references  to  report  at  this  time. 

APPENDICES: 

There  are  2  appendices:  Table  1  is  an  enrollment  log  of  all  the  subjects  and  Table  2  is  a  list  of 
all  the  study  sites. 
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SUPPORTING  DATA: 

There  are  no  supporting  data. 
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Cont’d:  The  Use  of  Novel  Therapies  to  Reconstitute  Blood  Cell  Production 

and  Promote  Organ  Performance,  Using  Bone  Marrow  Failure  as  a  Model 

100CT2013  Subsite  b.  -  Stanford  University  -  received  IRB  approval  for  study 
14OCT2013  Subsite  f.  —  Boston  Children’s  Hospital  —  received  IRB  approval  for  study 
05NOV2013  Subject  ID  01-012  consented 

25NOV2013  Subsite  e.  -  University  of  Texas  Southwestern  Medical  Center  -  received  IRB  approval  for 
study 

18DEC2013  Subject  ID  01-013  consented 

19DEC20 13  Subsite  h.  -  Phoenix  Children’s  Hospital  -  received  IRB  approval  for  study  and  study 
amendment 

19DEC2013  Subject  ID  01-014  consented 
30DEC2013  Subject  ID  01-015  consented 

03JAN2014  Subsite  d.  —  University  of  Michigan  —  received  IRB  approval  for  study 

22JAN2014  Subsite  i.  —  University  of  Missouri-Columbia  —  received  IRB  approval  for  study 

28JAN2014  Subsite  d.  —  University  of  Michigan  —  received  IRB  approval  for  study  amendment 

07FEB20 14  Subject  ID  02-001  consented 

07FEB2014  Subject  ID  02-002  consented 

09FEB2014  Subject  ID  01-016  consented 

09FEB2014  Subject  ID  01-017  consented 

1 1 FEB2014  Subsite  g.  -  Indiana  University  -  received  IRB  approval  for  study 

04MAR201 4  Subsite  —  Memorial  Health  University  Medical  Center  —  received  IRB  approval  for  study 

26MAR201 4  Subject  ID  03-001  consented 

03APR2014  Subject  ID  04-001  consented 

08APR2014  Subsite  j.  —  Children’s  Specialty  Center  of  Nevada  —  received  IRB  approval  for  study 

1 7APR201 4  Subsite  k.  -  University  of  Louisville  -  received  IRB  approval  for  study 

21 APR2014  Subject  ID  03-002  consented 

28APR2014  Subject  ID  05-001  consented 

05MAY2014  Subject  ID  02-005  consented 

09MAY2014  Subject  ID  04-002  consented 

09MAY2014  Subject  ID  05-002  consented 

12MAY2014  Subject  ID  02-007  consented 

19MAY2014  Subject  ID  02-003  consented 

21MAY2014  Subject  ID  02-004  consented 

21 JUN2014  Subject  ID  02-006  consented 

24JUN2014  Subject  ID  07-001  consented 

01 JUL2014  Subject  ID  06-001  consented 

08JUL2014  Subsite  c.  —  Children’s  Hospital  of  Philadelphia  —  received  IRB  renewal  for  study 

05AUG2014  Subject  ID  06-002  consented 

05AUG2014  Subject  ID  06-003  consented 

12AUG2014  Subject  ID  08-001  consented 

02SEP2014  Subject  ID  09-001  consented 

05SEP2014  Subject  ID  01-018  consented 

1 8SEP201 4  Subject  ID  02-005  reconsented  as  enrollment  did  not  occur  within  30  days  of  original  consent 
19SEP2014  Subject  ID  11-001  consented 

20SEP201 4  Subject  ID  02-004  reconsented  as  enrollment  did  not  occur  within  30  days  of  original  consent 
24SEP201 4  Subject  ID  02-003  reconsented  as  enrollment  did  not  occur  within  30  days  of  original  consent 


3 


